here is strong evidence that individuals with chronic kidney disease (CKD) are more likely to die of cardiovascular disease than develop renal failure. 1 Many of the traditional and nontraditional cardiovascular risk factors are associated with CKD. 2 Related conditions such as diabetes, obesity and hypertension, as well as the presence of renal dysfunction per se, lead to the activation of the renin -angiotensin system, oxidative stress, elevated asymmetric dimethyl arginine, low-grade inflammation with hypercytokinemia and dyslipidemia and may play a role in the association of renal failure and cardiovascular disease. 3 The coronary plaques in CKD patients have markedly higher lipid volume and lower fibrous volume, suggesting increased risk of cardiovascular events in such patients. 4 However, there is growing evidence that relatively minor renal abnormalities, or microalbuminuria even within the normal range, may be associated with increased risk of cardiovascular events. 2 Microalbuminuria is the strongest predictor of adverse cardiovascular outcome and the impact of microalbuminuria on the primary composite outcome is significant especially in patients with diabetes mellitus (DM). 5 Although the mechanism of urinary excretion of albumin in association with the risk of cardiovascular events has not been fully elucidated, one of the main pathophysiological mechanisms is the development of endothelial dysfunction, leading to widespread vascular damage. 2,6
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Patients with acute coronary syndrome (ACS) are reported to have greater amounts of necrotic core in the plaque found in their coronary arteries. 7 Hypoadiponectinemia, which is frequently observed in patients with DM and metabolic syndrome, correlates with necrotic core lesions. 8 In this issue of the Journal, Hong et al 9 report that the necrotic core component, representing coronary plaque vulnerability, was significantly greater in patients with microalbuminuria than in those with normoalbuminuria. They also indicated that these findings were clearly evident in ACS and DM patients, and that microalbuminuria was an independent predictor of thin-cap fibroatheroma [defined as a necrotic core ≥10% of the plaque area in at least 3 consecutive frames without overlying fibrous tissue in the presence of ≥40% plaque burden on virtual histology-intravascular ultrasonography]. These findings may be helpful in stratifying patients according to coronary plaque vulnerability, especially those with ACS and DM. Aggressive medical treatment to stabilize coronary atherosclerotic plaques is needed for vulnerable patients to reduce the incidence of future cardiovascular events. The use of pharmacological agents to reduce plaque vulnerability has been explored and statins are representative of circulatory drugs that can reduce the occurrence of acute events in ACS patients. 10 Intervention with statins in ACS patients enables significant reduction of coronary arterial plaque volume, mainly by decreasing the lipid component. 11 In a multicenter study of an aggressive lipid-lowering strategy using HMG-CoA reductase inhibitors (the MUSASHI study), our group also reported that statin treatment provided incremental clinical benefit in normocholesterolemic DM patients with coronary artery disease. 12 Among the 1,016 patients randomly assigned to statin therapy, a total of 301 (155 with statin therapy, 146 without statin therapy) were recognized as having type 2 DM. The non-DM group consisted of 715 patients (348 with statin therapy, 367 without statin therapy) (Table) . Aggressive treatment with a statin seems to reduce major adverse cardiac events compared with mild statin therapy (MUSASHI-DM study) (Figure) . 13 On the other hand, intensive statin therapy in DM patients with ACS resulted in regression of plaque volume and a lower target level of low-density lipoprotein cholesterol
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(LDL-C). 14 Therefore, DM carries a distinctive burden of coronary risk and sufficient reduction of the LDL-C level is recommended even if DM is the sole risk factor for coronary artery disease. The clinical significance of microalbuminuria reported by Hong et al 9 should allow stratification of ACS and DM patients and the clinical management of such patients may be strengthened with the addition of statins. How do statins influence microalbuminuria through their beneficial effect on coronary plaque stabilization? Bianchi et al reported that the combination of statins and angiotensinconverting enzyme inhibitors or angiotensin II receptor blockers seems to reduce proteinuria and the rate of progression of kidney disease in patients with CKD and significant proteinuria. 15 The urinary protein-lowering activity of statins may be related to plaque stabilization. At this stage, large randomized controlled studies are necessary to confirm these preliminary findings.
